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8. Provide a summary of training received and research undertaken during fellowship or trainee tenure. List publications, if any, r‘sultiﬁg fmfn the research

during this period. List grants and career awards pending and received. If fellowship or training appointment is being terminated early, state reason.

New Chemical Crosslinking Reagents for a New Method to Determine L.ow-Resolution Protein Structure
Ten new synthetic chemical crosslinking reagents were made to further develop a new method for
determining low-resolution protein structure, Mass Spectroscopy in 3-Dimensions (MS3D). A set of four
aliphatic homobifunctional lysine-reactive crosslinkers with varying distances between the sulfoNHS
reactive end groups were made to map the possible distances between the lysine residues in a protein and
to establish a lower bound for the method. Oxygen-18 isotopic labels were incorporated into an analogous
set of four reagents. Crosslinking experiments of the isotopically labeled reagents with HIV Integrase
gave approximately a 6-fold increase in signal-to-noise ratio and allowed for easy discriminatigp of
crosslinked peptides from other peptide species by mass spectroscopy. Two trifunctional crost¥#nking
reagents were made containing two lysine-reactive sulfoNHS groups and a biotin affinity tag. -Ehe biotin

affinity tagged reagents should allow for easy separation of crosslinked peptides from a proteofytic
mixture by avidin affinity chromatography and effectively increase the signal-to-noise ratio oftfe

method.
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